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DETAILED ACTION 

! . Applicants' arguments in Paper No. 17. Hied Dceember 09. 2002. have been fully 
considered but they are not deemed to be persuasive. Rejections and or objections not 
rcl terated from previous office actions are hereby withdrawn. The following rejections 
and/or objections are either reiterated or newly applied. They constitute the complete set 
presently being applied to the instant application. 

2. Claims 30. 3 1 and 33 are examined on the merits. 

Claim Rejections - 35 USC§ 112 

3. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification sha.. contain a written tiZZZXStS* 

and using il. in swh full, tto- concise, ami -.vac- . ^ ^ lho fcs , millL , 
pertains, or -villi --l.icl. il » "»»! onneced. '» mjU """ 
eontcmolnled by ihc invcnu.r of carving oul h,s invention. 

4. This rejection is main-mined will, respect to Claims 30. 3 1 and 33 as recited m the 
previous office action Paper No. 14. mailed September 26. 2002. 

5. I. is acknowledged that applicants have disclosed information to enable one skilled m ,h 

« to make a crystal of.be HCV polymerase using NS5B„„ mi „ ». ' 

Pagcs 20.27). Farther. Applicants provide abstracts to publications to support the 
predictability of the art of crystallizing HCV polymerase. Therefore. Applicants argue tha, 
,he disclosure and cited support cnabie the lull scope of the claims 30. 3 1 and 33 regard to 
the limitations of .he method for identifying a 1 ICV polvmerasc inhibitor. Applicants' 

arguments, pointed enablement support for NS5B,, » ». - *■» ^ 

bee, fully considered and they have been found to be unpersuasiv e. 
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„. As cited in Paper No. 14. mailed September 26. 2002. H is well doeunrettted .ha, protein 
crystallization is in cssenee a tnal-and-crror method, and .he resales are usually unpredictable 
tDrcnth. J.I. further, as recently as November I. 2002. Science published a Aeu /■',«■„* 
ankle depicting the current stale of the art lor proletn crystallization that supports the 
unpredictability of the art. In essence, protem crystallization is s.ill a trial and error process 
because the current technology lor producing prolen, lor the crystalltzalion process is 
unpredictable, which results ,n high failure rale for proteins that arc being crystallized. 
Therefore, researchers continue to have trouble generating sufficient protean required lot' the 
crystallization process (Science. 2002). The clam,,, of a few successful but isolated crystal 
structures of 1 1C V polymerase docs not help the instant applicant to overcome the 
overwhelming evidence provided by Xe* Focus stating the unpredictability of the an of 
protein crystallization. For example. -[s]o far. these projects have targeted more than 1 8.000 
pr o,eins bu, solved the structures of only about 200- (Page 048. Column 3. lii.es 4-6). 
Therefore, it is further rc-i.eralecl that ,1 is unreasonable .„ expect one skilled in the art ,o use 
* informauon disclosed lor one specific cry stal to make other of predictable quality that are 
different from tl.c erys.al disclosed in .he specficanon without undue experimentation. 

7. C lam, 33 is rejected under 35 C S C. 1 1 2. first paragraph, as containing subject matter 
which was no. described in .he speeifiea.ion in such a way as to reasonably convey to one 
skilled in the relevant ar, that the mvenlorts). a. the nme the application was filed, had 
passion ofthe claimed invention. THIS IS A N.-W MATH* Rl JfCTlON. 



Pane 4 

Application/Control Number: 09/608.713 
Art I 'nit: 1631 

8 . The introduction of lines 18 and 1° isconsidered to he now matte, I. is acknowledged 
rhat Applicants disclose a method for .he identification of inhibitors for U,e , ICY poly .erase 
.hxamplc 7. pages 2K..-282,. It is further acknowledged ,hal Applicants disclose -|.|hc 
aUTereaee of Uk I .CV polymerase acttvilies was observed. . are P ar.,cu,ar effective as 
polymerase inhibitors" (Page 280. lines 13-16,., !oweve, ,he specficatton of .he .nsu.n, 
application does no, disclose, -wherein an activity determined in steptb, rha, Is Lmer than 
llK , K-V polynrerase ac„v„y determmed in steptcf . The baminer interprets .he d.selosnre 
of-.be dilTcrenee of .he I ICV polymerase ac.ivi.ies was observed" to md.ea.e 1ICV .ha. 
polynrerase ae.ivi.ics could he lower or higher bu, no. jus. lower lor a .es. compound U, be 
identified as an inhibitor ol" 1 IC V polymerase. 

9. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

subject mallcT vOiicli the applicant regards as his invention. 
„, Claim 33 reci.es .he limiUUion "the test agent" in hue 19. There is insufficient antecedent 
basis for this limitation in the claim. 

Claim Rejections - 35 I SC § 103 

i-^< ]' < r 101, Mi: which forms the basis for all 
1. The following is a quotation ol .o I .S.C . HbU) wmui 

obviousness rejections set forth in this Off.ce actum: 

(a) A patent may not be obtained though the 

forth in seot,on 1 02 of this title. ^^^^iZ^^ob^s at the time the 
the prior art are such that the subject matte ^ a wj° e w 'd have ^ 
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This application currently names join, inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a). the examiner presumes that the subject matter of the 
vamu ,s claims »as commonly owned a, the time any inventions covered therein -re 
maJc abs en, any evidence to to contrary, Applicant is advised of the obligation under 
37 Cl-R 1 .56 to point out the inventor and inv ention dates ofeach claim that was not 
commonly ow ned a, the time a later mvention was made in order for the examiner to 
consider the app.icaH.Uy of 35 U.S.C. ,«*> and potential 35 ,,S.C. IW.n or*. 
priorartundcr35U.S.C. 103(a). 

3. Claims 30. 31 and 33 arc rejected under 35 . 1 S.C. 103(a) as being unpatentable over 
US006.83I21B1 ,n vie* of. n re Gulack. 703 b.2d 1381. 1385. 217 USPQ 401 . 404 
(l ed. Cir. 1983) taken with Bressanclli el al. (1 W). 

4, Kin, e. al. discloses a method that uses -atomic coordinates of al, the amino acids of NS3 
heltease accord,,,, to F.G. 1 +- a root mean square deviation from the backbone atoms 
of saKl am.no acds of not more than 1.5 .ANC, ,o generate a t„ree-di„,e„s,o„al structure 
^molecule comprising a NS3 hebcase-like binding pocket. I or the first time, the 
present invention perm.ts the use o„„olecula, design techniques to identify . -lee, and 
design chemical entities, including inhibitor) compounds, capable of binding to NS3 
hehcasc-like binding pocket-in particular, the oligonucleotide binding pocket of NS3 
helica.se- (Column .4. lines 27-38). "Thus, any compound which .its into a pocket 
comprising the structural coordinates - a root mean square of 1 .5 -ANC or less 

lmm llK backbone atoms of these amino acds is a potential inhibitor ofthc NS.3 
hel.ease " and data disclosed in Table I suggest the inhibitory nature ofpolcntial 
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inhibitors tCo.un.n 3 1 - 36-45 and Table • ). I™ though the method disclosed b> Kim o, 
al . Joes no, specify .ha. .he three-dimensional structural coordinate ,s derived from a 
„t Y poK.ne.ase. .he specific limitations of three-dimensional structural eooahna.e ,s 
derived from a 1 K V polymerase in ,h,s .ns.an. ease do no. distinguish ,he invention f„,m 

llK prior ar. in .ern, of pa.enlabtlity because ihey are descriptive nonluncttonal subject 

matter. 

e Clack defines afunctional descriptive ma.erial. as when descriptive n.a.e.ial is 
no, funcfionally related to the substrate, the descrtp.tve materia, will no. distinguish .he 
invention Iron, the prior art in term ofpa.en.abih.y. Also, .he MPKP indica.es that 
descriptive material that cam»H exhibit any functional interrelationship with the way in 
which computing process are performed does not constitute a statutory process. 
m achme. manufacture or composition <MP.:P § 2.06 ( IV„B„b),. Specific to the .ns.an. 
case, .he .hree-dhnensional structural eoord,na.es derived from a HCV polymerase of a 
method for identifying a I ICV polymerase tnhtbt.or are merely stored so as ,o be read or 
ou.pu.Kd by a compute, Cutout creating any functional interrelationship. Cher as part 
ofmc stored data or as par. of.he ac.tve steps of the method for identifying aHCV 
pob m erase inhibitor, then such descrtpttve material alone does no. import lunctionali.y 
either to the data as so structured, or to the computer. 
6 H „ ss;mcl „ cl al . closes a crystal structure of.he RNA-dependen, RN A polymerase of 
hepatitis C virus where the catalytic domain of the . ICV RdRp consists of.he 33 1 amino- 
ternnnal residues ofNS5B. As a key s.ep to developing specific an,,-HC V drugs tha, 
erlere with viral replication ( Page 1 3034. lines 13-261. 
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7 c,ear,v. a skilled artisan would have been motivated H» par* .ho concept emphasised 
bv Kim el a.. lor a -thod that uses „ f molecular des„n techmoties to iUemHy. select and 

chemical entities, mcludrn, inhibitory compounds based on the 3-d, m o„s,ona, 
„ „, polymc ,,,se and apply sueh me**. .» *e er>*». « * RN ' V 
dc]lcnd , nl RNA polymerase of hepatitis C virus as disclosed by Insane,,, c, al 

0 f«K unction was made to use ,be method tau.ln by Kim « al. with «V crystal 
structure coordinates of the RNA-dcpendent RNA polymerase ofhepauu, C virus 
disclosed by Brcssanelli e, al lor idcntilying a I ICV polymerase inhibitor. 
CONCLUSION 

8 NOC1.A1M1SAU.OWKD. 

publi ^inUKO m eia.G^.(«6OC i3 0 ( No™ m lx. r l5..^ ) .l.5«,OC i 6l 

CM I l ax Center number is either ,703) 308-4242 or ,7031 305-3014. 
, „. Anv ,n M u,ry concern,,^ ,h,s communication or earlier communications from .he 

examiner should be directed to C. Dune Ly. whose telephone number is ,703, 308-3880. 
, „e examiner can normally * -ached on M„nday-,,,day from « A.M. » 4 P.M. 
„. |f atlcmpls ,„ reach the examiner by telephone are unsuccessful, the examiner's 
supervisor. Miehael Wood d. l-h D . ea„ he reached on ,7,»3, .308-4028 
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12. Any inquiry of; 



general nature or relating to the status of this application should he 
directed to Legal Instruments hxammer. Una P.unkctt. whose telephone number is (703, 
,05.3524 or to the Technical Center receptionist whose telephone number is (703 ) 30K- 



C. Dune \.) 

2/13/03 



